Supplementary Figure 1 . Aggregated tau does not readily disassemble. Dynamic Light Scattering (DLS) was done using an in-house built system with a He-Ne laser operating at 633 nm (Coherent, Santa Clara, CA) as a light source. Light scattered at 90 • was collected using image transfer optics and detected by an avalanche photodiode built into a 256-channel correlator (Precision Detectors, Bellingham, MA). The size distribution of scattering particles was reconstructed from the scattered light correlation function using PrecisionDeconvolve deconvolution software (Precision Detectors). Samples were placed in washed tubes, sealed and monitoring begun within 2-5 min. The data shown are normalized distributions of the scattering intensity from particles of different sizes. Average hydrodynamic radii (R) were calculated from the distributions shown in gray. A 2.05 mg/ml solution of monomeric tau contained scattering species with an average R H ∼9 nm, a value consistent with an intrinsically disordered protein of ∼50 kDa (A). In contrast, a 34 M (1.55 mg/ml) solution of aggregated tau similar to that shown in Fig. 2 was found to contain only high molecular weight species (B). This sample was then diluted 1 : 20 into filtered PBS, used for DLS (C) and readings taken intermittently over 24 h. The size of the scattering species did not change over this time and the sample was then diluted a second time to produce a concentration of 85 nM (3.9 g/ml) and again used for DLS (D) and monitored for a further 24 h. Even after this second dilution and prolonged incubation there was no evidence of tau monomers. These results demonstrate that when diluted to concentrations substantially below the critical concentration for aggregation, tau aggregates do not readily disassemble. 
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